The disruption of endothelial homeostasis and inflammation are fundamental to the initiation and progression of atherosclerosis and preeclampsia (PE) [1] [2] 
and transforming growth factor beta (TGF␤) blockage effected choroid plexus integrity and function in adult mice [16] .
We proposed earlier, that sFlt-1 may be also involved in several other vascular diseases [17] . Previous studies from our group indicated that the amniotic fluid from PE patients early in pregnancy contains elevated sFlt-1 levels [18] . sFlt-1 is increased in the maternal circulation in PE, even before onset of the clinical disease [8, [10] [11] [12] [13] . Despite the multiple genotypes and phenotypes that underlie PE, it appears that serum levels of sFlt-1, placental growth factor (PlGF) and soluble endoglin (sEng) give the highest strength of association with outcome [7] [8] [9] . However, based on a recent systematic review, at present the evidence is insufficient to recommend these markers for screening [19] .
Direct evidence that excess circulating sFlt-1 plays a role in the pathogenesis of PE was provided by studies in rats where administration of sFlt-1 or a VEGF neutralizing antibody resulted in glomerular endothelial cell damage and proteinuria [20] , and adenoviral delivery of sFlt-1 to pregnant animals mimicked the clinical manifestations of PE [21] . The 
Materials and methods

Reagents and ELISA measurements
Mouse sFlt-1 duo set kits were purchased from R&D Systems (Rüsselsheim, Germany) . The minimum detection level was about 0.3-0.6 ng/ml in plasma, urine and in tissue lysates. ELISA for human sFlt-1 and human VEGF were performed as described before [23] [24] . ELISA 
Mouse model
The preparation of the adenoviruses for mouse sFlt-1-Fc (AdvsFlt-1), AdvVEGF165 and adenoviruses for green fluorescence protein (AdveGFP; control) have been described before in detail [25] [26] . The extracellular domain of mouse sFlt-1 (amino acid 
Telemetry and blood pressure measurements
The telemetric technique was described in detail elsewhere [28] . Mice 
Histology and electron microscopy
The kidneys of all animals used in this study ( 
Immunohistochemistry
Immunohistochemistry was performed on serial frozen or formaldehydefixed wax-embedded sections as described previously [29] . Briefly, cryostat sections were fixed in acetone at -20ЊC for 20 Quantitative measurements of sFlt-1 in plasma indicated that the circulating concentration was lowered from 32 Ϯ 15,9 ng/ml to about 10.6 Ϯ 3,4 ng/ml (Fig. 3A) (Fig. 3B) [21, [32] [33] . However, the concentrations in our mouse model were about 10-fold higher than the 
as compared with low-dose sFlt-1-(AdsFlt-1-L) treated mice. Representative detection of VEGF-A (C) and VEGFR-2/FLK-1 (D) in adenovirus-treated cells and mice by reducing Western blot. To detect VEGF-A 1 mg cell lysates was used for IP. For IP from kidney lysates 5 mg total protein was immunoprecipitated with an anti-VEGF-A monoclonal antibody. As positive control 5 ng rh VEGF-A (isoform 165 from insect cells) was used directly. For sample loading beta-actin was detected by immunoblotting for the same blot with an appropiate antibody. To detect the VEGFR-2/
Glomerular function can be changed by sFlt-1 and sFlt-1/VEGF treatment
Mice treated with high and low doses sFlt-1 had heavy albuminuria (Fig. 4A) 
Effects of sFlt-1 overexpression in the absence and presence of VEGF on blood pressure
